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1. A tneftod of provjding a polypeptide preparation having a reduced cxjntent of undesired 
enzymatic side activities, the metnod comprising the steps of: 

#^(viaing a medium haw'ng a pH of 2.0 or higher that comprises at least one desired 
pc^p&p^d&ar^ 'm addition heretf at least one undesired enzynnatic side activity, and 


(h) subj«:ting said medium to a pH of less than 2.0 for a period of time that is sufficient to 
tOv^Ye^fortiai^ mactivate the at bast one enzymaticsideracbvify. 


^ftS!}^°^ according to datm 1 fwherein at least 75% of the activity of the at least one 
d^ired polypeptide is retained atter subjecting the nriedium having a pH of 2.0 or more to 
apHof,tes8than2.0. 


/ 


a A mettKXd according to daim 2fwherein at least 85%.of the activity of tiie at feast one 


le is retained. 


■>C "^^2^^^. a^sording to any of daims 1 -3 wherein atleast 50% otthe activity of the at 
^:^^^^W#^'^«'«7matica«JtiS^^ V I.. . 

:^:x...,^^A;fipfe<xi to claim 4rwhereln at least 90% of the actiwttv ofcthe-atJec^t one 

tirKlTCireQ^riQfmatic actM^ 

W^^^^P^^^^^i^^ any of 4la}ms.i-&whereln4h^!oedl^^ pH of 2.0 or 

^ .^^^^^^^^ derived from the cultivation of aa organism that during Its cultivation 

^ ; - ^^^i^^^^^S*®^^ ^'^^ desired polypeptide and the^ieast one undesired enzymatic 
^ side acfivtty. 

^ cHaims 1-6 1 


group consfetiny of an en^me, an ar^oc^^artant^fi^dnda pharma- 
polypeptide. ' - . >. V :^ ^ 


^ <^toim$ 1-7 wherein the^Jeastooe enzyn«ticside acti- 
^^«fectedv1rom the group cohsisting of glucoamyto^acfii^^^^ d^gradrng en- 
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zyme acti>Aty, protease activity, pjsptidase activity, phosphatase activity, lipase activity, 
o&tMa^ acth^ty, lactase activity #nd hemiceiluiase activity, 

9. A method according to any of <Haims 1 -8 wherein the medium having a pH of 2,0 or 
6 higher is derived Irom the cultivation of an organism that is selected from the group 

consisting of an animal species, d plant species, a bacterial species, a yeast species and 
a species of filamentous fungi. 

10, A m^od according to daim 9 wherein the bacterial.species is selected from the 

10 group cbnsisting of a gram negative bacterial species including E. co// and a gram positive 
' ""^^^^fickK:^g a BacffA/s ^jectes. 



1 1 . A nr>ett\od according to claim & wherein the yeast species is selected from the group 
consisting of Saccharomyces ceftevisiae, a metii^otrc^hic yeast species including Pichia 
15 pastoii^ind d iOyuveromycos ^)bcies fnduding Klyuvmomyces Ibc^ 

A t^ihod according to daim d wherein the spedes^^^filam^itoosftingiis selected 
^ ^.fepm.th^gtoup.consistlng of an Mpergillus s(>edes^AJC^;)honectria spedes, a Fusarium 

l;pccordjr^ to any offdaims 1-12 wh^en^he nnediumiiaving a pH of 2,0 or 
' fe^. subjected to a pH in thefrange of 1 .0 to 1 ,99, 

[ to claim tar wherein the pH ls?irHhe range of 1,5 to 1 .99, 

^'";$i|5^A^ according to daim S^whefein the pH is inithe range of Uto 1.99. 

- .^^^l&^rf^N^hod according to daim 4& wher^n the pHJ&about 1 .8. 

^^Chr^^Am^hod according to any oftdaims 13-16 whecein4he pKJn the range^of 1.0 to 1 -99 
^by^adding an Inorgante or an organic add.- . ' - 

. ^^Ameiihod according to any ofdalms 1-17 wherein^ tiie medium having a pH of 2.0 or 
^higher i^subjected to a pH of les^ tfian 2.0 for a period of time tfiat Is in tfte range of 0.1 
3S^£^%ne^to 48 hours. 


19. A method according to any ofidaims 1 -18 wherein the at least one desired polypep- 
tide lias aspartic protease activity. 


5 2ft. Aoi^Kxl according to daim t9 wherein the medium having a pH of 2.0 or higher is a 
rhedsunnrderived from the cultivation of a microorganism that during the cultivation pro- 
due^ tte asp^tic protease and tie at least one undesired enzymatic side activity. 

21. A mettled according to daim ko viherem the medium is derh/ed from the cultivation of 
10 a microorganfem that naturally pr^Kiuces the aspartic protease or from the cultivation of a 
i^oombtefflK^ microorganism that has an inserted gene.expressing the aspartic protease. 


22. A method according to claim ^1 wherein the microorganism is selected from the group 
ooTOfeting of a bacterial spedes, ja yeast spedes and aspedes of filamentous fungi. 
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.^^nf^^O^ accordffig to cfetoi 22 v**iereln the aspatticpKJtease Is expressed as a fu- 
%^;^oi^{H^@teln ha^ng, in addition toithe aspartic protease^ac&vify, at least one undesired en- 
iddivity* 


2D~ 24. A^mittiod according to daim wherein the at leastone en2ymatic side activity is 
^^||OTPC&,<iegf^ enzyme acti>dtyiinciuding an activity^sefecledfrom^iegim^ consisting 
-of amylase activity and glucoam>fase activity. 

^ .2&^Ami^hod according to any o^daims 20-24 whereffvtfie microorganism is one that 
f at least one ^izymatic side activity*: 

/ 



; ^^a^a^^idd^accor* to daim $5 wherein the at least one enzyntatio ^de activity is 
s:. * ' * group conslstki^ of glucoamyiase acthrity, lactase activity^ starch de- 
rjicfivity, protease actrvi^, pepttdase^activtty^ phosphatase activity, lipase 
activity and heriicellufeise activity.: 

27^-A nriethod according to any ot claims 1 9-26 wherein#ie aspartic picteaee Is derived 
JtomJ^^gr^^ of an ahimai aspartic proteas^irx^ucfingArnammalidrv aspartic 

^pl^t^ise, a plant aspartic proteaie and a microbial aspartic protease. 
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28. A method according to daim 27 wherein the mammaiian asps^ prot^ise is selected 
firomthegroup consisting of pro-<l;hymosin, chymosin, pepsinogen and pepsin, 

29. A me^KKJ according to daim £6 wherein the aspartic protease is derived from a 

5 c^nrvT^ian species selected frorfi the group consisting of a ruminant species, a Cameli- 
dSae species induding Camelus dtomedarius, a pordne spades, an Equidae species and 
a primate spedes. 

30. A method according to daim 29 wherein the ruminant spedes is selected from the 

1 0 group conststing of a bovine specfles, an ovine species^ a caprine spedes, a deer species , 
€^&^»r#8pec«B6y an antelope spades and a giraffe spedes, 

31. A method acconJing to any of^daims 27-30 wherein the mammalian derived aspartic 
protease Is a protease naturally produced in a mamnrwilian species, 

32. A method according to daim 127 wherein the asf^urtic protease is derived from a natu- 

po]^!^^ prot^se by the addition or detelion of one or more amino adds or 

l^iuteittitipn of cms or more amind adds herein* 

20^^iAn^9c do^g composition ccttnprising a preparation of an aspartic protease, provided 
any of claims 1-32, said compositiof^^essentiaUy not basfix^ undesired 
eru^matio side.ac^ivr&es. 

^ hyxs^c^^ ac<x)rding to dfeim 33 essentially nothaving art undesired enzymatic 
^ v^lf^^^^^se^cted from the group consisting of gluooamylase activity, lactase activity, 
starch degradirg enzyme activity^ pratease activity, peptidase activity, phosphatase acti- 
ve, ^>£^aciMty, cellulase activity €uid hemicelluiase activity. 
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